Materials and Methods

Cytotoxicity assay
Both K-562 (ATCC; Rockville, MD, USA) and Lucena-1 cell lines (10 6 cells/mL) were seeded in 96-well plates with drug-free medium or medium containing four different concentrations of the P. amarus hexane extract and its lignans-rich fraction (10 300 g/mL) or purified lignans nirtretalin, niranthin, phyllanthin and phyltetralin (10 300 M each), or vehicle only (0.1% DMSO) for 72 h at 37 °C. At the end of the treatment, 20 L of the tetrazolium reagent (5 mg/mL) were added to each well. Culture plates were incubated for a further 4 h at 37 °C. Supernatant was removed and formazan crystals were dissolved with 200 L of DMSO. Absorbance was read at 550 nm using an enzyme-linked immunosorbent (ELISA) assay plate reader (EL808; Bio-tek Instruments Inc.; Winooski, VT, USA). All experiments using different concentrations of the P. amarus derivatives were performed in triplicate.
Rhodamine 123 extrusion assay
Cells were washed with cold PBS and re-incubated as described above, but without the 
